In their recent study, Griewank and colleagues proposed that new therapies effective in cutaneous melanoma could hold promise in the management of conjunctival melanoma due to oncogenic BRAF and NRAS mutations and similarities in chromosomal gains and losses (1). Specifically, 27% of 78 primary or locally recurrent conjunctival melanoma samples harbored a BRAF V600E mutation. Another study also demonstrated BRAF V600E mutations in 58% of conjunctival melanomas (primary and metastatic) (2). The incidence of this mutation approximates that reported in cutaneous melanoma (3). Now that two phase III studies have demonstrated marked antitumor activity of the BRAF inhibitors vemurafenib and dabrafenib in patients with BRAF V600E-mutant cutaneous melanoma (3), Griewank and colleagues suggest that patients with BRAF V600E-mutant conjunctival melanoma might derive similar benefit. However, there are no published data on the use of BRAF inhibitors in patients with conjunctival melanoma.
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We recently treated a BRAF V600E-mutant metastatic conjunctival melanoma patient with vemurafenib. This 45-year-old male developed metastatic disease 14 months after resection of a primary conjunctival melanoma on the right cornea. On evaluation, he had nodal, subcutaneous, pulmonary, and osseous metastases. Pyrosequencing demonstrated that his melanoma harbored the BRAF V600E mutation. He was initiated on vemurafenib 960 mg twice daily. After 1 month on therapy, he experienced clinical benefit with improvement in pain and subjective tumor regression. However, restaging scans after 2 months of treatment showed a mixed response, predominantly with disease progression (Fig. 1) . This included progressive adenopathy in the left axilla and retroperitoneum, as well as an enlarging paraspinal mass, while regression occurred at a single mesenteric mass. Vemurafenib was discontinued and he pursued further systemic therapy options.
Although this is only one case example, the activity of selective BRAF inhibitors in BRAF-mutant conjunctival melanoma may not be identical to that seen with cutaneous melanoma. Of note, the Griewank and colleagues' study found frequent copy number loss of the PTEN 10q23 locus, indicating probable loss of PTEN expression and concurrent activation of the phosphoinositide 3-kinase (PI3K) pathway (1). This is supported by another study of conjunctival melanoma, in which 55% of cells analyzed demonstrated weak to no PTEN expression by immunohistochemistry (4). Because concurrent PTEN loss has been described as an intrinsic resistance mechanism and is associated with shorter progressionfree survival in patients with cutaneous BRAF-mutant melanoma treated with dabrafenib (5), perhaps a similar mechanism of resistance is common in conjunctival melanoma. Further prospective study of BRAF inhibitors, possibly in combination with a PI3K or AKT inhibitor, is warranted in BRAF V600E-mutant conjunctival melanoma. 
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